(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property 
Organization 

International Bureau 




(43) International Publication Date (10) International Publication Number 

22 September 2005 (22.09.2005) PCT WO 2005/087746 Al 



(51) International Patent Classification 7 : C07D 223/16, 

405/12, 401/12, 417/12, 409/12, 413/12, 403/12, 495/04, 
409/14, 513/04, 471/04, 413/04, 401/04, 405/04, 417/04 

(21) International Application Number: 

PCT/GB2005/000939 

(22) International Filing Date: 10 March 2005 (10.03.2005) 

(25) Filing Language: English 

(26) Publication Language: English 



(30) Priority Data: 

0405628.9 



12 March 2004 (12.03.2004) GB 



(71) Applicant (for all designated States except US): GLAXO 
GROUP LIMITED [GB/GB]; Glaxo Wellcome House, 
Berkeley Avenue, Greenford Middlesex UB6 0NN (GB). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): BAMFORD, Mark, 
James [GB/GB]; GlaxoSmithKline, New Frontiers Sci- 
ence Park South, Third Avenue, Harlow Essex CM19 
5 AW (GB). HEIGHTMAN, Thomas, Daniel [GB/GB]; 
GlaxoSmithKline, New Frontiers Science Park South, 
Third Avenue, Harlow Essex CM19 5 AW (GB). WIL- 
SON, David, Matthew [GB/GB]; GlaxoSmithKline, New 
Frontiers Science Park South, Third Avenue, Harlow Essex 
CM19 5 AW (GB). WITHERINGTON, Jason [GB/GB]; 
GlaxoSmithKline, New Frontiers Science Park South, 
Third Avenue, Harlow Essex CM19 5AW (GB). 

(74) Agent: GODDARD, Carolyn; GlaxoSmithKline, Corpo- 
rate Intellectual Property (CN925. 1), 980 Great West Road, 
Brentford Middlesex TW8 9GS (GB). 

(81) Designated States ( unless otherwise indicated, for every 
kind of national protection available): AE, AG, AL, AM, 
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FT, 
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, 



KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, 
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG, 
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SM, SY, TJ, 
TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, 
ZM, ZW 

(84) Designated States (unless otherwise indicated, for every 
kind of regional protection available): ARIPO (BW, GH, 
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, 
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), 
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, 
FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, 
SE, SI, SK, TR), OAPI (BF, B J, CF, CG, CI, CM, GA, GN, 
GQ, GW, ML, MR, NE, SN, TD, TG). 

Declarations under Rule 4.17: 

— as to applicant 's entitlement to apply for and be granted 
a patent (Rule 4.17(H)) for the following designations AE, 
AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, 
CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, 
EG, ES, EI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, 
JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, 
MD, MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, 
PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SM, SY, 
TJ, TM, TN, TR, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, 
ZM, ZW, ARIPO patent (BW, GH, GM, KE, LS, MW, MZ, 
NA, SD, SL, SZ, TZ, UG, ZM, ZW), Eurasian patent (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), European patent (AT, 
BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, 
HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, 
TR), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, 
GW, ML, MR, NE, SN, TD, TG) 

— as to the applicants entitlement to claim the priority of the 
earlier application (Rule 4.17( Hi)) for the following desig- 
nations AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, 
BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, DZ, 
EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, 
IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, 

[ Continued on next page ] 



(54) Title: BENZAZEPINE DERIVATIVES FOR THE TREATMENT OF NEUROLOGICAL AND PSYCHIATRIC DISORDERS 



< 



00 




(I) 



|^ (57) Abstract: The present invention relates to novel benzazepine derivatives of formula (I); wherein: R 1 represents -C 3 . 7 cycloalkyl 
optionally substituted by Ci_ 3 alkyl; R 2 represents -aryl, -heterocyclyl, heteroaryl, -aryl-X-C 3 . 8 cycloalkyl, -aryl-X-aryl, -aryl-X-het- 
eroaryl, -aryl-X-heterocyclyl, -heteroaryl-X-C 3 . 8 cycloalkyl, -heteroaryl-X-aryl, -heteroaryl -X-heteroaryl, -heteroaryl-X-heterocy- 
clyl, -heterocyclyl-X-C 3 _ 8 cycloalkyl, -heterocyclyl -X-aryl, -heterocyclyl-X-heteroaryl or -heterocyclyl-X-heterocyclyl; X represents 

Q a bond , O, CO, -CH 2 0-, -COCH 2 -, -COCH 2 0-, -CONR 2b -, -COCH 2 NR 2b CO-, -CSNH-, S0 2 , -S0 2 d_ 3 alkyl-, -S0 2 C 2 . 3 alkenyl-, 
-COC 2 . 3 alkenyl-, -CO-C(R 2a )(R 2b )- or -CO- C(R 2a )(R 2b )CH 2 -; having pharmacological activity, processes for their preparation, to 
compositions containing them and to their use in the treatment of neurological and psychiatric disorders. 
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